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variety of transitory clinical signs sporadically throughout the year in addition to the
more permanent sequelae of the surgical procedure (xyphoid protuberance, corneal opacity).
These signs were observed in all dose groups and could not be attributed to compound aTi- I
stration. The weight gain of the two IBC treatment groups was comparable to that recorced
for the control group. During the first year, 17 animals died or were sacrificed; thre!
were unscheduled deaths and 14 were unscheduled sacrifices.. At the end of the first ,
60 animaLs, 10 males and 10 females from each of the three groups, were selected rardwf:
for a scheduled interim sacrifice. Three hundred and five animals remained on study
start of the second year.

A t:t;! of 77 animals (17 unscheduled and 60 scheduled) were evaluated at necroosy ., - :
first year. Fourteen of 14 unscheduled animals and 39 of 40 scheduled animals that rec, vL '
the IBC had fibrotic adhesions between the liver and the omentum, peritoneal membrane,
phragm, stomach, skin, and/or intestine. These lesions were characterized histolooiciI
foreign body granulomatous reactions. Nine tumors were observed in ithree unscheduled
four tumors) and five scheduled animals. The unscheduled animal tumors included an atr .
epithelial mesothelioma (10 ul IBC male), a mononuclear cell leukemia of splenic origin Il
(10 uL IBC fen--le), and a pituitary adenoma and mononuclear cell leukemia (100 uL IBC fe <'). I
The scheduled animal tumors included an endometrial stromal polyp (10 ul IBC female), te v*
cular mesothelioma (10 ul IBC male), adrenal gland cortical adenoma (10 ul IBC male), ar- •
pituitary adenomas (control and 10 ul IBC males). These tumors were spontaneous lesicrs I
and were considered incidental to IBC treatment. All other gross or histopathological
findings were al3o considered incidental to IBC treatment or were sequelae of the surgi:ai
p-rocedure.

> Results of this study indicate that IBC has no effect on survival, weight gain, or the clinicpl
condition of rats during the first year following its implantation. The only gross or histc-
pathological finding observed in the first year attributed to the IBC treatment was the
presence of adhesions on and a granulomatous reaction of the liver and those adjacent orgar-s
that came in contact with the IBC. No tumors were observed during the first year that could
be attributed to IBC treatment. &ZL 1 uAc -_1O" K' ('" X'V i ' I
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GLOSSARY OF TERMS FOR CLINICAL OBSERVATIONS
IN TOXICOLOGY STUDIES

Long-term (TOXSYSO Term) - Definition

1. General

a. Normal (NORMAL) - animal appears to be healthy, exhibits
no recognizable clinical signs.

b. Hunched Posture (HUNCH POS) - an increase in the
curvature of the thoracic spine as viewed from the side.

c. Prostration (PROSTRATE) - animal stretched out in a
-- horizontal position, but conscious.

d. Loss of Consciousness (LOSS CONS) - prostrate and
unresponsive to sensory stimuli (touch, sound, pain,3 light, etc.)

e. Moribund (MORIBUND) - animal is near death

3 f. Death (DEATH) - permanent cessation of all vital body
functions.

3 2. Behavioral

a. Inactive (INACTIVE) - a decrease in the locomotor3 activity of the animal.

b. Hyperactive (HYPERACT) - an increase in the locomotor
activity of the animal.

U c. Irritable (IRRITABLE ) - an increase in annoyance or
anger to slight stimulation.

3 d. Aggressive (AGGRESS) - animal is bold, wants to fight,
characterized by a desire to bite for no apparent reason.

e. Vocalization (VOCAL) - production of sound from the
larynx.

f. Increased or Decreased Preening (IN PREEN OR DE PREEN) -
an increase or decrease in the grooming behavior of the
animal.

g. Circling (CIRCLING) - repeated walking or running in a
circle.

3 h. Jumping (JUMPING) - springing or leaping around the cage.

i. Chewing (CHEWING) - animal goes through the motion of
biting and/or grinding with no external stimulus.

3 Appendix H-1
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j. Ataxia (ATAXIA) - loss of coordination characterized by
staggering or loss of gait. I

k. Hypotonia (HYPOTONIA) - decrease in muscle tone.

1. Hypertonia (HYPERTONIA) - increase in muscle tone.

m. Catalepsy (TRANCE) - animal tends to remain in any
position in which it is placed. I

n. Somnolence (DROWSY) - animal appears drowsy, but can be
aroused by prodding and resumes normal activities.

o. Tremors (TREMORS) - a trembling or quivering of the limbs
or entire body.

p. Fasciculation (TWITCH) - twitching of muscles seen on the
back, shoulders, hind limbs, and paws.

q. Writhing (WRITH) - twisting or wrenching the body
abnormally.

r. Paralysis (PARALYSIS) - loss or impaired motor function I
in the limbs or entire body.

s. Disoriented (DISORIENT) - animal appears dazed and 3
confused.

3. Convulsions

a. Tonic convulsion (TONIC) - persistent contraction of
muscles with rigid extension of hind limbs.

b. Clonic convulsion (CLONIC) - convulsive alternating
contraction and relaxation of muscles.

c. Tonic-clonic convulsion (MIXED) - both types may appear I
consecutively.

d. Opisthotonos (OPISTOT) - tetanic spasm in which the back
is arched and the head pulled towards the dorsal
position.

4. Reflexes

a. Depressed Myotactic Reflex (PULL) - decreased ability of
animal to retract its hind limb when limb is pulled down. I

b. Depressed Pinch Reflex (PINCH) - decreased response
(jerking away of limb) to pinching of toes. 3

c. Depressed Grasping Reflex (GRASP) - decreased ability to
take hold of finger firmly when hung from it.

Appendix H-2
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d. Depressed Righting Reflex (RIGHTING) - decreased ability
to assume normal position where the animal has been
placed on its side or back.

e. Depressed Corneal Reflex (CORNEAL) - decreased responseI (closing of eye lids) to touching of the cornea.

f. Depressed Pupillary Reflex (PUPILLARY) - decreased
constriction of pupil in the presence of light.

g. Increased Startle Reflex (STARTLE) - increased response3 to external stimuli (e.g., touch, noise).

h. Depressed Pinnal Reflex (PINNAL) - decreased respornse
(twitching of external ear) elicited by stroking of
inside surface of ear.

5. Respiratory

I a. Increased or Decreased Respiratory Rate (IN RATE or DE
RATE) - an increase or decrease in the repetitions of
inhaling and eyhaling of air.

b. Increase or Decrease Respiratory Depth (IN DEPTH or DE
DEPTH) - an increase or decrease in the volume of air

* inhaled or exhaled.

c. Irregular Respiration (IRREGULAR) - any irregular rate
and/or depth of respiration. Since this can be any
pattern, a description should be given.

d. Apnea (APNEA) - Transient cessation of breathing.

I e. Gasping (GASPING) - deep, labored inspiration, often
accompanied by a wheezing sound.

3 f. Panting (PANTING) - rapid, shallow breathing.

g. Wheezing (WHEEZE) - raspy sound made with breathing.

I h. Sneezing (SNEEZE) - animal makes sneezing-like sounds.

i. Nasal Discharge (NASAL DIS) - a discharge from the nose
is produced. A description of the color is required.

6. Ocular

I a. Lacrimation (TEARING) - an increase in the production of
tears.

3 b. Chromodacryorrhea (RED TEARS) - production of red-colored
tears.

3 c. Miosis (MIOSIS) - decreased pupil size.

3 Appendix H-3
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d. Mydriasis (MYDRIASIS) - increased pupil size. 1

e. Squinting (SQUINTING) - closing of the eyelids usually in
response to light. I

f. Exophthalmos (BULGING) - increased protrusion of the
eyeball.

g. Corneal Opacity (OPACITY) - an opaque spot or area on the
cornea.

h. Conjunctivitis (CONJUNC) - inflammation of the
conjunctiva, characterized by red, swollen eyelids.

i. Ptosis (PTOSIS) - drooping of the upper eyelid from U
paralysis.

7. Gastrointestinal

a. Increased Salivation (IN SALIVA) - an increase in the
production of saliva.

b. Dried Mucous Membranes (DRY MOUTH) - drying of the mucous
membranes in the mouth, usually from decreased
salivation.

c. Retching (RETCHING) - a strong, unproductive gag
response.

d. Vomiting (VOMITING) - the expulsion of the contents of
the stomach through the mouth.

e. Diarrhea (DIARRHEA) - increased frequency and liquidationof fecal discharges.

f. Scant Feces (SCANT) - decrease in the frequency of fecal I
discharges.

g. Tarry Feces (TARRY) - blackish, watery feces often due to 3
blood in the feces.

8. Food and Water Consumption - Use these terms only when feeder
or water bottle weights are not taken.

a. Emaciated (EMACIATED) - The animal appears to have lost
weight, but the skin appears hydrated (i.e., the skin I
does not remain in place when squeezed together).

b. Obese (OBESE) - The animal appears to have an excessive
amount of body fat for its age.

c. Dehydrated (DEHYDRATE) - The animal appears to have lost
weight and skin remains in place when squeezed.

Appendix H-4
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d. Bloated (BLOATED) - The animal appears to be retaining
water, characterized by an increase swelling of the
abdomen.

9. Skin

a. Pallor (PALLOR) - a lack of color to the skin.

b. Hyperemia (HYPEREMIA) - an increase in reddish col-r of
skin over entire body, usually from vasodilation (i.e.,
flushed).

c. Cyanosis (CYANOSIS) - a bluish discoloration of the skin,
often related to respiratory problems.

d. Jaundice (JAUNDICE) - a yellow discoloration of the skin,
often due to liver dysfunction.

5 e. Scaling (SCALING) - scaling of the skin.

f. Erythema (ERYTHEMA) - an increase in the redness of the
skin in small areas (i.e., not the entire body).II
Location should be specified.

g. Bleeding (BLEEDING) - loss of blood. Location should be
specified.

h. Scab - (SCAB) - a crust of hardened blood and serum over3 a wound on the skin. Location should be specified.

i. Edema (EDEMA) - the presence of large amounts of fluid in
the intercellular tissue spaces. Location should be
specified.

j. Ulceration (ULCERATN) - the formation of a break in the
skin or mucous membrane with loss of surface tissue,disintegration and necrosis of epithelial tissue, and
often pus. Location should be specified.

3 k. Necrosis (NECROSIS) - localized death of living tissue.

Location should be specified.

5 10. Hair

a. Alopecia (HAIR LOSS) - absence or loss of hair from the
skin where it normally is present. Location should be
specified.

b. Rough Coat (RGH COAT) - a rough appearance to the coat
due to any number of reasons, such as piloerection,
dullness, lack of grooming.

£ Appendix H-5
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11. Miscellaneous

a. Urine, Feces - meant to be used with color descriptors to
describe any abnormal coloration.

b. Stain, Material - meant to be used with color and
location descriptors to describe any abnormal stains or
material found on coat.

c. Color Descriptors - clear, light, dark, yellow, orange,
red, blue, green and brown.

d. Location Descriptors - head, mouth, eye, ear, nose, neck,
front leg, hind leg, thorax, abdomen, back, side, flank,
perianal, tail, left, right and both.

i
i

I
i
I
i
I
I
I
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Clinical Sign Terminology Equivalents/Corrections
1. The first entry for each animal is the date it was dosed (on

1/23/84 or 1/24/84.

2. "Interabdominal mass" should read "intraabdominal mass."

3. "Abdomonal" should read "abdominal."

4. Scab right ear slight is equivalent to scab ear right slight.

5. Xyphoid nodule is equivalent to xyphoid protuberance, xyphoid
protruberance or nodule, sternaebrae.

6. Infection ear (around tag) is equivalent to ear tag reaction,
* ear tag or ear ulceration or scab ear.

7. Prolapsed lens is equivalent to luxated lens.

i 8. Respiratory signs title should be deleted on page 61, Animal
Number 84D00062.

3 9. Mydriasis is equivalent to dilated pupil.

10. Opaque lens is equivalent to cataract.

3 11. Tachypnea is equivalent to increased respiratory rate.

12. Chromodacryorrhea is equivalent to red discharge eyes, red3 tears, red material eye or bloody discharge eye.

13. Exophthalmos is equivalent to bulging or enlarged protruding
* eye.

14. "Dialated pupil" should read "dilated pupil."

15. The last entry for each animal is the date it was sacrificed
or died.

U
U
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